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Please find below and or attached an Ottlce communication concerning this application or proceeding. 
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09/435.257 



Applicant(s) 

CLEMONS ET AL. 



Office Action Summary 



Examiner 

Peter Paras, Jr. 



Art Unit 

1632 



- The MAILING DATE of this communication appears on the cover sheet with the correspondence address -- 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR l 136(a) In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication 

- It rhe penod tor reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely 

- If NO penod for reply is specified above, the maximum statutory penod will apply and will expire SIX (6) MONTHS from the mailing date of this communication 

- Fa-lure to reply within the set or extended penod for reply will by statute cause the application to become ABANDONED (35 U S C § 1 33) 

- Ar / reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment See 37 CFR 1 704(b) 

I Status 

I 1 Responsive to communication(s) filed on 22 July 2002 and 09 December 2002 . 
I 2a)[i] This action is FINAL. 2b)n This action is non-final. 

! 3)n Since this application is in condition for allowance except for fornnal matters, prosecution as to the merits is 
j closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 

I Disposition of Claims 



4)\Z\ Claim(s) 1-51 is/are pending in the application. 

4a'» Of the above niaim('si 1Q ^nri 40-50 is/are wiThrjrawn trnm consideration. 



is/dfe diiuweu. 



6)LJ Claim(s) 1-11,20,21,23, 26, 28, 32, 34, 36 and 38 ts/are rejected. 

?)□ Claim($) 12-18,22,24,25,27,29-31,33,35,37,39 and 51 is/are obiected to. 

8) n Cl3im(s) are subject to restriction and/or election requirement. 

Application Papers 

9) \Z\ The specification is objected to by the Examiner. 

10)n The drawing(s) filed on is/are: 8)0 accepted or b)n obiected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 



1 ^ /lZj TmG proposed dravving correction filed on 



iS: 3)\ I dppiuveo u)i I uibdppiuvtfu uy tne tzxaminer. 



If approved, corrected drawings are required in reply to this Office action. 
^2)\Z\ The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

13)0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)nAII b)n Some*c)n None of: 

1 .Q Certified copies of the priority documents have been received. 

2.\Z\ Certified copies of the priority documents have been received in Application No. 



3.n Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) 0 Acknowledgment is made of a claim for domestic phority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) LJ The translation of the foreign language provisional application has been received. 

15) n Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 

Attachment(s) 

1) □ Notice of References Cited (PTO-892) 4) O Interview Summary (PTO-413) Paper No{s). . 

2) O Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) Q Notice of Informal Patent Application (PTO-152) 
3^ n Information nisciosu''e Statement(E) (PTO-M'19) Paper No{c) 6) Q Other: 



U S Patent and Trademark Office 

PTO-326 {Rev. 04-01) 



Office Action Summary 



Part of Paper No 24 
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Applicant's amendment received on 7/22/02 has been entered. Claims 2-3, 12, 
28-29, and 35 have been amended. New claim 51 has been added. Claims 1-51 are 
pending. Claims 1-18, 20-39, and 51 are currently under consideration. Claims 19 and 
40-50 have been withdrawn from consideration. 

Election/Restrictions 

This application contains claims 19 and 40-50 drawn to an invention nonelected 
with traverse in Paper No. 7. A complete reply to the final rejection must include 
cancellation of nonelected claims or other appropriate action (37 CFR 1.144) See 
MPEP§ 821.01. 

It is maintained that the restriction requirement was proper and has been made 
FINAL. It is noted that after a final requirement for restriction, the Applicants, in addition 
to making any response due on the remainder of the action, may petition the 
CcmmioSiGMGr to revievv the requirement. Petition may be deferred until after final 
action on or allowance of claims to the invention elected, but must be filed not later than 
appeal. A petition will not be considered if reconsideration of the requirement was not 
requested. (See § 1.181.). 

Drawings 

New corrected drawings are required in this application because of the objections 
by the Draftsman indicated in the PTO 948 attached to the Office action mailed on 
8/3/00. Applicant is advised to employ the services of a competent patent draftsperson 
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outside the Office, as the U.S. Patent and Trademark Office no longer prepares new 
drawings. The corrected drawings are required in reply to the Office action to avoid 
abandonment of the application. The requirement for corrected drawings will not be held 
in abeyance. 



Claim Objections 

Claims 12-18, 22, 24-25, 27, 29, 31, 33, 35, 37, 39 and 51 are objected to under 
37 CFR 1 .75(c) as being in improper form because a multiple dependent claim must 
rofer to claims in the alternatiye and cannot depend from another multiple dependent 
claim. The previous objection is maintained for the reasons of record advanced on 
page 2 of the Office action mailed on 1/16/02. Claim 12 does not refer to claims 5-11 in 
the alternative and claim 51 depends from another multiple dependent claim (claim 12). 
Claims 13-18, 22, 24-25, 27, 29, 31 , 33, 35, 37, and 39 depend from claim 12. See 

%Mr^t— r^t^r*r\r\r\M/.-\ a i.. xi M ^ A n A *~\r *~s~r f\r\ or\ OH no OC 0"7 

ivirizr 3 ouo.u \ \\\)^ muuuiuii lyiy, int! uidii iib i z:- i o, z:^, z:/ , zii?, ou, o i , oo, oo, o / , 

39 and 51 have not been further treated on the merits. 

Claims 12 and 35 are objected to because of the following informalities: the 
claims contain brackets, "[ ]", which appear to be typographical errors. Appropriate 
correction is required. 
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Claim Rejections - 35 USC § 101 

35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and usefui process, machine, manufacture, or composition of 
matter, or any new and useful improvement thereof, may obtain a patent therefor, subject to the 
conditions and requirements of this title. 

Claim 28 is rejected under 35 U.S.C. 101 because the claimed invention is 
directed to non-statutory subject matter. 

Claim 28 is directed to an isolated host cell of human origin comprising a claimed 
nucleotide sequence. A broad interpretation of the claim encompasses human 
embryonic stem cells, the scope of which encompasses a transgenic human being A 
human beinn is non-st?5tutorv subiect matter. As such, the recitation of the limitation 
"non-human" would be remedial for claims 28-29. See 1077 O.G. 24, April 21, 1987. 

Applicants have amended the claim to recite an isolated host ceil of human 

origin. 

In response, the Examiner asserts that the claim as amended now encompasses 
human embryonir ?;tem cells, the scope of which embraces a transgenic human being. 
As recited above, human beings are non-statutory subject matter. 



Claim Rejections - 35 USC § 112, 1^^ paragraph 

The following is a quotation of the first paragraph of 35 U.S.C. 1 1 2: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shali 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 26, 28, 30, 32, 34, and 38 are rejected under 35 U.S.C. 112, first 
paragraph, as containing subject matter which was not described in the specification in 
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such a way as to enable one skilled in the art to which it pertains, or with which it is 
most nearly connected, to make and/or use the invention. The previous rejection is 
maintained for the reasons of record advanced on pages 3-7 of the Office action mailed 
on 1/16/02. 

Applicants have argued that a variety of methods and materials for creating 
transgenic animals were known in the art as of the effective filing date of the instant 
application. In light of such Applicants further argue that the transgenic art is a 
reasonably predictable art. In support of their arguments Applicant's submit that many 
patents have issued, which have claims directed to transgenic non-human animals 
See pages 2-4 of the amendment. 

In response, the Examiner miaintains that the transgenic art is unpredictable with 
respect to transgene expression and the phenotype resulting from transgene 
expression. The Examiner agrees that many patents have been issued, which contain 
claims directed to transgenic non-huriidn animais. However, the difference betvveen the 
claims of the issued patents and the instant claims is that the issued claims recite a 
phenotype, which results from transgene expression, for each transgenic non-human 
animal. Applicant's arguments appear to be off-point because the issue is not whether 
technology for creating transgenic non-human animals is known or whether transgenic 
non-human animals can be made. The issue is the phenotypic unpredictability resulting 
from transgene expression; the evidence of record has not taught a phenotype resulting 
from expression of a CAB domain in a transgenic non-human animal. The Examiner 
maintains that the level and specificity of transgene expression and the resulting 
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phenotype are directly dependent on the specific transgene construct. Moreover, the 
individual gene of interest, promoter, enhancer, coding, or non-coding sequences 
present in the transgene construct, the specificity of transgene integration into the 
genome, for example, are all important factors in controlling the expression of a 
transgene in the production of transgenic animal which exhibits a resulting phenotype. 
This observation is supported by Wall and Houdebine. See pages 4-5 of the previous 
Office action. It is further maintained that transgene expression is not predictable and 
varies according to the particular host species and specific promoter/gene 

cnmhinatinnfs'i ThR rJ;qim?; as writtftn am hroad ?)nd pmhrar.f^ <^nftciRR nf transqenic 

\ / - - - - - — - - - -- - _. _ _ ^_ -|-- - ^ 

non-human animals; the claims also do not recite any particular promoter that is used 
for directing expression a CAB domain in any animal. The art of record supports the 
unpredictability of transgene expression across species of animals. See Hammer, 
Ebert, Mullins, Kappel, Wall, and Strojek and Wagner, on pages 5-6 of the previous 
Office action Vvho all report phenotypic differences in transgenic animals Vvhose 
genomes comprise the same transgene. Furthermore, the instant specification has not 
provided a correlation between expression of a CAB domain and a specific resulting 
phenotype in any host animal. In light of the above it is maintained that the transgenic 
art is an unpredictable art with respect to transgene expression and resulting 
phenotype. 

Accordingly, the previous rejection is maintained for the reasons of record. 
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Claims 26, 30, 34, 36, and 38 are rejected under 35 U.S.C. 112, first paragraph, 
because the specification, while being enabling for an isolated host cell in vitro 
comprising a nucleotide sequence encoding a CAB domain, does not reasonably 
provide enablement for is not enabling for a host cell in vivo comprising a CAB domain 
protein. The specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the invention 
commensurate in scope with these claims. The previous rejection is maintained for the 
reasons of record advanced on pages 7-10 of the Office action mailed on 1/16/02. 

ThR nlr^im?; fWR intRrnrfttftd to rppd on ?i c^omatir r.pll that has hRpn transfnrmRd in 
vivo with one of the claimed nucleotide sequences. 

Applicant's arguments filed on 7/22/02 have been considered but are not found 
persuasive. Applicants have argued that the Examiner's concerns about whether gene 
therapy "works" are off-point. Applicants assert that they are not required to optimize all 

^»u^^:»»»«4.» t.^ ^. i— n\A ^i. 1 1„ a i: 4.^ r..-xi 

CM luuuii I icri iLo ui II icii II I vci itiuna Lu ouii r l^aa &Lcii ludi u&. AAjjfjiiocii il:> yu ui i tu i ui li ici 

assert that the prior art, at the time the claimed invention was made, provided ample 
guidance for delivering genes in vivo to enable the skilled artisan to practice the 
invention as claimed. See page 5 of the amendment. 

In response, the Examiner maintains that the evidence of record has not 
provided guidance that correlates expression of a nucleotide sequence encoding a CAB 
domain in a cell in vivo with any particular effect. It is further maintained that the 
evidence of record has not provided other uses for expressing a nucleotide sequence 
that encodes a CAB domain in cell in vivo other than to provide a therapeutic effect. 
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See pages 7-8- of the Office action mailed on 1/16/02. The Examiner asserts that the 
art of gene therapy is unpredictable with respect to expression of a heterologous 
nucleotide sequence in vivo with a therapeutic effect resulting from said expression. 
The prior art of record supports the Examiner's assertion regarding the state of the art of 
gene therapy. See Verma, Anderson, Miller, Deonarain, and Crystal on pages 8-10 of 
the Office action mailed on 1/16/02. 

Accordingly, the rejection is maintained for the reasons of record. 



Claim Rejections - 35 USC § 112, 2""^ paragraph 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 2-4, 20, 21 , 23, 26, 28, 30, 32, 35, 36, and 38 are rejected under 35 
U.S.C. 112, second paragraph, as being indefinite for failing to particularly point out and 
distinctly claim the subject matter which applicant regards as the invention. The 
previous rejection is maintained for the reasons of record advanced on page 1 1 of the 
Office action mailed on 1/16/02. 

Applicant's arguments filed on 7/22/02 have been fully considered but are not 
found persuasive. Applicants have argued that the claims as amended now recite 
GenBank accession numbers for calcineurin A or calcineurin B nucleotide sequences 
and thus, provide sequences for calcineurin A and B. See pages 1 and 5 of the 
amendment. 
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In response, the Examiner maintains that the claims are indefinite as written for 
lack of a uniform numbering system of amino acids known in the art and because the 
specification has not provided a sequence (either amino acid or nucleotide) of either 
calcineurin A or calcineurin B that defines that claimed sequences. While the claims as 
amended now recite GenBank accession numbers in order to provide the claimed cal A 
and cal B sequences, the nucleotide sequences contained within the GenBank 
accession numbers have not been included in the instant specification as originally filed 
and more importantly the accession numbers contain cDNA sequences there does not 
appear to be any uniform numbering system for the peptide sequences recited in the 
claims. Any attempt to include the sequences of the GenBank accessions is an 
improper incorporation by reference and is not permissible. Thus, it is maintained that 
neither the claims nor the specification have defined the cal A or cal B sequences from 
which the claimed "portions" are obtained. As such the skilled artisan does not know 
which calcineurin A or calcineurin B sequences correbpunu to the ciaimed portions of 
cal A or cal B rendering the claims indefinite. Claims 4, 20, 21 , 23, 26, 28, 30, 32, 35, 
36, and 38 depend from claims 2 and 3. Correction is required. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
states. 
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Claims 1-2, 4, 11, 20-21, 26, 28, 34 and 36 are rejected under 35 U.S.C. 102(b) 
as being anticipated by Guehni et al (PNAS, 1989, 86: 9183-9187). The previous 
rejection is maintained for the reasons of record advanced on pages 12-13 of the Office 
action mailed on 1/16/02. 

Applicant's arguments filed on 7/22/02 have been fully considered but are not 
found persuasive. Applicants have argued that Guehni (PNAS) does not teach the 
claimed invention, particularly a CAB fusion protein that forms a tripartite complex with 
an FKBP/CAB tigand and an FKBP domain, and more particularly a fusion protein that 
comnrises anv Dortion of calc''^'^'""''^ ^ .^pp thp pmpnHmpnt on naoR B 

In response, the Examiner maintains that Guehni et al anticipates the claimed 
invention. The Examiner asserts that the term portion is interpreted to mean even a 
single amino acid. See page 12 of the Office action mailed on 1/16/02. In light of such 
a definition, a nucleotide sequence encoding amino acid residues 12-394, 12-370, or 
340-394 of cai A and a biriyie amino acid residue of cal B anticipates the claimed 
sequences. The teachings of Guehni have provided such a sequence and thus 
anticipate the claimed invention. See page 12 of the Office action mailed on 1/16/02. 
Although the claims now recite a GenBank accession number to provide the calcineuhn 
A sequence, however because such is an improper incorporation by reference as stated 
in the rejection under 35 U.S.C. 112, 2^^ paragraph, the instant rejection is maintained. 
Furthermore, the claim recitation "forms a tripartite complex with an FKBP/CAB ligand 
and an FKBP domam " appears to be an intended use limitation, which carhes little 
patentable weight for phor art rejections. 
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Accordingly, the previous rejection is nnaintained for the reasons of record. 



Claims 1 and 3-4, 1 1 , 20-21 , 26, 28, 34 and 36 are rejected under 35 
U.S.C. 102(b) as being anticipated by Guerini et al (DNA, 1989, 8(9): 675-682). The 
previous rejection is maintained for the reasons of record advanced on page 13 of the 
Office action mailed on 1/16/02. 

Applicant's arguments filed on 7/22/02 have been fully considered but are not 
found persuasive. Applicants have argued that Guerini (DNA) does not teach the 
claimed invention, particularly a CAB fusion protein that forms a tripartite complex with 
an FKBP/CAB ligand and an FKBP domain, and more particularly a fusion protein that 
comprises any portion of calcineurin B. See the amendment on page 5. 

In response, the Examiner maintains that Guerini et al anticipates the claimed 
invention. The Examiner asserts that the term portion is interpreted to mean even a 
single amino acid. See page 12 of the Office action mailed on 1/16/02. !n light of such 
a definition, a nucleotide sequence encoding amino acid residues 3-170 of cal B and a 
single amino acid residue of cal A anticipates the claimed sequences. The teachings of 
Guerini have provided such a sequence and thus anticipate the claimed invention. See 
page 13 of the Office action mailed on 1/16/02. Although the claims now recite a 
GenBank accession number to provide the calcineurin B sequence, however because 
such is an improper incorporation by reference as stated in the rejection under 35 
U.S.C. 112, 2^'^ paragraph, the instant rejection is maintained. Furthermore, the claim 
recitation "forms a tripartite complex with an FKBP/CAB ligand and an FKBP domain" 
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appears to be an intended use limitation, which carries little patentable weight for prior 
art rejections. 

Accordingly, the previous rejection is maintained for the reasons of record. 



Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be nhtainftd though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1, 5-11, 20, 23, 26, 28, 34 and 36 are rejected under 35 U.S.C. 103(a) as 
being unpatentable over Guerini et al (PNAS) or Guerini (DNA) taken with Chaudhuri et 
a! (Biochemical and Biophysical Research Communications, 1995, 215(2): 781-790) 
and Crabtree (U.S. 6,164,787). The previous rejection is maintained for the reasons of 
record advanced on pages 14-15 of the Office action mailed on 1/16/02. 

Applicant's arguments filed on 7/22/02 have been fully considered but are not 
found persuasive. Applicants argue that the claimed invention is obvious over the 
combination of references only by hindsight reasoning. Applicants further argue that 
none of the cited references suggest a fusion protein combining a portion of cal A and a 
portion of cal B that forms a tripartite complex with an immunophilin or cyclophilin in the 
presence of a ligand. See pages 5-6 of the amendment. 
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In response, the Examiner maintains that the claimed invention is obvious over 
the combination of references. The Examiner asserts that the term portion is 
interpreted to mean even a single amino acid. See page 14 of the Office action mailed 
on 1/16/02. In light of such a definition, the sequences of Guerini (PNAS) and Guerini 
(DNA) meet the sequence limitation of the claims. See the above rejections under 35 
U.S.C. 103. Furthermore, the claim recitation "forms a tripartite complex with an 
FKBP/CAB ligand and an FKBP domain" appears to be an intended use limitation, 
which carries little patentable weight for prior art rejections. 

Ancnrdinnlv the d?^imed rftiection is maintained for the reasons of record. 

J ' _ _ _ _ _ -J 



this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 

§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 

CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 



Conclusion 



No claim Is allowed. 
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extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner(s) should be directed to Peter Paras, Jr., whose telephone number is 703- 
308-8340. The examiner can normally be reached Monday-Friday from 8:30 to 4:30 
(Eastern time). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Deborah Reynolds, can be reached at 703-305-4051. Papers related to this 
application may be submitted by facsimile transmission. Papers should be faxed via the 
PTO Fax Center located in Crystal Mall 1 . The faxing of such papers must conform with 
the notice published in the Official Gazette, 1096 OG 30 (November 15, 1989). The 
CMI Fax Center numbers are (703) 308-4242 and (703) 305-3014. 

Inquiries of a general nature or relating to the status of the application should be 
directed to Dianiece Jacobs whose telephone number is (703) 305-3388. 

Peter Paras, Jr. 
Art Unit 1632 



. . JHAEL WILSON 



